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China QA Forum

Strategy on the
management of Self
-inspection

Summary of CQAF workshop
Chinese

During the recent China QA Forum Face-to-Face meeting on 25 May, a workshop was organized to
discuss how to manage self-inspection in China in reflection of CFDA self-inspection requirements
issued on 22 Jul 2015. Below is the summary of the discussion:

Note: Self-inspection in this article refers to sponsor’s activities to identify and report issues oc-
curred in the study to CFDA via submitting the self-inspection report for studies that have been
submitted to CFDA but pending for the agency’s approval.

1. When to conduct self-inspection? Lo e

The purpose of self-inspection is to meet CFDA’s requirement on sub- When to conduct self-inspection? 2
mitting self-inspection report (to disclose issues during the study) as
part of the NDA approval and assure data integrity for the upcoming
NDA pre-approval inspection. So we suggest to embed this requirement Do we need to re-SDV? .............. 4
in routine monitoring /co-monitoring visits for ongoing and new trials,

How to identify and assess issues? 3

) . ) ) ) How to summarize and address the
to achieve inspection readiness at all times: issues identified prior to inspection?

° During routine site monitoring: pay sufficient attention to CFDA
requirements on source document/ verify subject information in HIS
and LIS, subject ID; temperature records during IP shipment as neces- Meeting Committee
sary, and sample handling procedures

Hannah Chen Heidi Liu
(] Capture issues on an on-going basis and summarize them before site closure (which is mandatory

by investigator site)/interim database lock, so self-inspection report is ready for submission at Helen Li Xiaogang Xu

anytime, and no additional visit by the sponsor/CRO will be required after site closure. Liping Zhou Cathy Liu

[ It is important to work /align with investigators on issues/solutions. If 3rd party audit is deemed Ellyne Setiawan

necessary, it should be performed on behalf of and agreed by sponsor as this is sponsor’s respon- ) .

ibilt L Y P s ¥sp s1s5p P Amy Jiang Lisa Sun
sibility.

Chingtsu Lin  Alex Yan

° For completed studies, the level of activities needed will depend on how confident the sponsor/

CRA is with the data/investigator sites’ performance; resource at sponsor, self-inspection can be

on site visit, or remote... Key is to meet the timeline for reporting, and decide whether or not to
withdraw the application because of significant issues relating to patient safety and/or data in-

Yuanyuan Shi

tegrity.

CQAF: Sponsor’s strategy on Self-Assessment



2. How to identify and assess issues?

As mentioned above, for on-going /new studies, self-inspection should be embedded in routine
monitoring.

For completed studies, there are questions around: how many/which site or vendor should be
selected for self-inspection, if re-SDV should be performed, % of re-SDV to be performed. This
largely depends on company risk tolerance, current knowledge of existing gaps and evaluation
of issues identified during in-house review of study documents. The level of activities should be
tailored to ensure collection of adequate information to enable the assessment on whether or
not to withdraw the NDA application due to significant concerns around patient safety and/or
data integrity.

It is suggested to conduct in-house study/site level document review to assess the risks to
determine the necessity to conduct the self-inspection on-site. In-house study/site level docu-
ment review includes CSR, TMF, Pl and vendor performance etc. where data were generated.
For example:

L] CSR review should include SAE, Issue log, PD logs, Center reports, to get clues on the need
for further check, e.g. reconciliation of SAE listing will help to identify unreported SAEs (if any)

° TMF: management documentation: IRB, CTA approvals etc.

L] Monitoring visit reports: to assess PI’s performance , to decide selection of site for self-
inspection, and also % of SDV/SDR during the site visit

For on-going /new studies, self-inspection should be embedded in routine monitoring.

3. Do we need to re-SDV?

The purpose of re-SDV is to find out inconsistency between source data and
data entered into CRF which were subsequently reflected in CSR. Risk factors
to consider prior to the decision of re-SDV are: Investigators’, monitors’ and
lab’s experience and performance, availability of resources , # of monitor’s
handovers, robustness of company QMS during study, company risk tolerance
level and result of in-house study file review. If you do not have the above
information, you may select a small sample for re-SDV to make the evaluation.

° In general, it is not suggested to re-SDV. Because this is already covered
during routine monitoring; all data were processed, analyzed and reported to CFDA. Unless there is significant concern on the quality of data
transcription, otherwise company may run into the dilemma of whether or not to report minor discrepancies identified from re-SDV to CFDA

[ There are situations that sponsor/CRO has to conduct re-SDV for some or all of the trial data. In this case, all stakeholders should be involved in
the discussion and sometimes approval from senior management should be obtained because of:

O The high consequence on resource and budget;

O And if significant transcription errors (e.g. missing AE, Con Med) are identified, this may require the sponsor/CRO to unlock data base,
re-do stats and CSR, reporting this to CFDA, delay in NDA submission and approval, as well as the potential impact on regulators’
confidence on the quality of clinical studies sponsored by company




4. How to summarize and address the issues identified prior to in-

spection?

Summarize issues:

Issues should be summarized in a way fit for purpose.

Suggest to centrally track all issues, minimum information in the track-
er includes: issue description; significance of the issue; action to take;
action owners (local or global study team); escalation to senior man-
agement; outcome/comments (report to CFDA, remove data, re-do
stats or CSR etc.).

Be careful with the issue classification to avoid confusion. Provide
definition of the classification if classification is deemed necessary.

In general, always remember the purpose of the self-inspection. Pre-inspection
visit/audit may not necessary if sponsor employs robust QMS.

Address issues:

Time is crucial in addressing issues as site inspection is coming soon. Also, there are not
many things we can do as study has already completed.

Suggest not develop CAPA due to time limitation, include it in lessons learned sharing ses-
sion and implement CAPA if applicable post inspection

Focus on significant issues, understand the full picture of the issues, involve relevant stake-
holders to discuss the impact on study conclusion and decide if withdrawal or not

Report issues to CFDA: when/in what situation you need to report to CFDA? Follow CFDA
guidance if any on issue reporting. If no clear guidance, follow company strategy or deci-
sion from stakeholders’ discussion. It may not be necessary to report minor issues to CFDA,
but it is important to report issues that could potentially impact on study conclusion

It is advisable to communicate with CDE of CFDA on significant issues that have identified,
to get advice on possible actions... e.g. remove data, re-do CSR etc.

!
i

el
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Address the issues appropriately. For issues that you don’t have a direct answer, try to find out all relevant information around the issue. For
example, if there was no temperature recording during shipment for room temperature drug, you can find drug stability report, shipment dura-
tion, weather condition during study etc. Hopefully these can convince inspectors that the IP were still in condition fit for purpose even though

there was no temperature records during shipment.

Prepare the site staff for the inspection, re-familiarize with the study and all the issues during study. It should be made clear that sponsor staff

must not provide answers to Pl/site

Don’t make bigger mistake because of correcting a small mistake, i.e. make up data for missing information

In general, always remember the purpose of the self-inspection. Pre-inspection visit/audit may not be necessary if sponsor employ robust QMS.

CQAF: Sponsor’s strategy on Self-Assessment
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